spreads the drug well on skin. Petrolatum and water are the most frequently used vehicles, although DMSO may be more adequate for certain drugs. There is no standardized version of skin tests or patch tests with this drug. A single-blind oral challenge test performed with 25 mg of lenalidomide was well tolerated. The drug was prescribed again, and the patient received a further 3 cycles without reactions. During the fourth cycle (6 in total), 3 days later, a generalized erythematous maculopapular exanthema appeared without eosinophilia and was treated with oral antihistamines and corticosteroids. The exanthema resolved in 7 days. Patch testing was repeated. The results were positive with lenalidomide 10% in DMSO on day 2 (++) and day 4 (++). The result of a control test with DMSO was negative ( Figure) . Similarly, the results of patch testing with lenalidomide were negative in 5 controls.
Since lenalidomide was indispensable for treatment of MDS and the patient had experienced a true delayed hypersensitivity reaction with no eosinophilia or severe clinical signs, we decided to administer the drug in a slow desensitization protocol.
The starting dose was 1 mg administered daily for a week and followed by 2.5 mg daily for a week, then 5 mg daily for a week. On the sixth day of the third week, the patient developed an erythematous maculopapular exanthema on his back, arms, and thorax. No eosinophilia or hepatic or renal involvement was observed. The patient was treated with oral antihistamines and tapering doses of 30 mg of corticosteroids for 5 days until the reaction disappeared. Desensitization was restarted a week after symptoms disappeared, with a reduced dose of lenalidomide (2.5 mg) for another week. Another generalized exanthema appeared on the seventh day, 3 hours after the last dose. The patient was treated with 60 mg of prednisone for 15 days. Corticosteroids were administered in tapering doses for a further 15 days because the symptoms did not remit. There were no residual lesions, desquamation, eosinophilia, or hepatic or renal involvement. At that point, desensitization was discontinued, and another desensitization protocol was proposed, although the patient refused.
We present a case of 2 different clinical patterns in the same patient. It was difficult to distinguish whether these were a cutaneous adverse reaction or hypersensitivity reaction.
To our knowledge, this is the first case of hypersensitivity reaction to lenalidomide confirmed by positive patch test results. Unfortunately, desensitization with lenalidomide was not achieved, probably because the patient's reaction was a true delayed hypersensitivity reaction. All successfully desensitized cases reported in the literature are presumably because of toxicity to the drug and not because of an allergic reaction. Reports of successful desensitization to lenalidomide with similar protocols reveal no positive skin test results or allergology work-up [1, 4, 6, 8, 9] . Lee et al [1] reported 5 cases of successful slow desensitization to lenalidomide, achieving therapeutic doses of 10 mg after 6 weeks. If 25 mg was needed, the protocol was extended for a further week. As no skin tests were carried out on these patients, it was not possible to confirm the diagnosis. Desensitization to other oral drugs can be achieved in a slow protocol, in contrast with rapid desensitization in the case of immediate hypersensitivity reactions [10] . Cañamares et al [6] reported 2 patients with delayed exanthema after taking lenalidomide and a negative skin test result; both tolerated rapid desensitization.
There are no reports of positive skin test results and successful desensitization to lenalidomide in this kind of delayed reaction [10] . Reported cases occurred mostly after the first cycle and with no positive skin test results, possibly suggesting skin toxicity and thus leading to an erroneous diagnosis of an allergic reaction [1, 4, 6, 8, 9] . In the case we report, consistent with skin toxicity, the first reaction occurred after 2 cycles, , although the second one appeared after 4 cycles (6 in total), with a positive patch test result. Therefore, a type IV hypersensitivity reaction was confirmed.
It is important to perform a complete allergology work-up in all patients in order to determine the etiologic mechanism of these skin reactions.
In conclusion, skin toxicity due to high doses of lenalidomide is frequent, and true allergic reactions may occur. While our protocol was not successful, the successful desensitization in delayed hypersensitivity reactions reported to date could be because the patients who experienced skin toxicity were not truly allergic patients [10] . More studies are needed to further investigate our findings.
